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Sir: 

I, ROBERTUS WDLHELMUS KUUPERS, M.D., Ph.D., 311 Heemraadssingel, 3023 
BR Rotterdam, declare as follows: 

1 . I am an expert in the field of Ophthalmic Immunology as evidenced by my 
resume, which is attached as Exhibit A. Additionally, I am one of the inventors of the above- 
identified U.S. Patent application, filed on February 19, 2002, which is a continuation 
application of U.S.S.N.: 09/258,240, filed Februaiy 26, 1999. 

2. The action of somatostatins (z.e somatostatin analogues) is biochemically 
different from the action of tyrosine kinase inhibitors. 

3. Somatostatin analogues act directly on retinal cells. Somatostatin receptors are 
coupled to G proteins in the cell membrane, and generate a transmembrane signal after binding 
of somatostatin analogues. Depending on the cell types, somatostatin receptors are coupled to a 
diversity of signal transduction pathways. Various signalling proteins, including adenylate 
cyclase, guanylate cyclase, phospholipase C, phospholipase A2, potassium, and calcium 
channels, Na+/H+ exchanger, Src, Erkl/2 and p38 mitogen-activated protein (MAP) kinases 



Application No.: 1 0/079,93 1 
Filing Date: February 19, 2002 
Docket No.: 294-70 CON/RCE 
Page 2 of 3 

and tyrosine phosphatases have been reported. 

4. The action of tyrosine kinase inhibitors involves inhibition of phosphorylation 
and activation of effector proteins. Many polypeptide growth factors activate cells through 
membrane receptors with cytoplasmatic tyrosine kinase activity. The effect depends on the type 
of receptor and the type of tyrosine kinase that are involved. There are many types tyrosine 
kinases. 

5. I have read and imderstood U.S. Patent No. 6,028,099 in the way that although 
all possible Tyr-kinase inhibitors with the basic chemical stmcture which is shown in claim 1 of 
the patent could be used, in fact the work has been done using the protein kinase pathway 
inhibitor genistein. Genistein is a phytoestrogen that can be found in soy products and binds 
preferentially to estrogen receptor beta. The patent is focused on protein kinase inhibitors and 
inhibition of neovascularization which, in my understanding, may mean vascular endothelial 
growth factor (VEGF)-receptor coupled tyrosine kinase inhibition. 

6. Since the action of somatostatin analogues is different from the action of 
tyrosine kinase inhibitors, the compounds are used separately from each other. To the best of 
my knowledge, no cumulative action, nor synergistic action, of these two compounds has been 
described in the treatment of retina diseases. 

7. Somatosatin analogues have been used for more than 1 5 years and have been 
proven to be safe drugs. 

8. Tyrosine kinase inhibitors are not yet on the market, or only recently 
introduced on the market. Tyrosine kinase inhibitors have been described with a significant 
pattern of side-effect. 

9. It is likely that when one uses two active compounds together (instead of just 
one active compound) more side effects may occur. 
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10. I believe that a somatostatin analogue administered without a kinase inhibitor 
provides a safer clinical profile than a somatostatin analogue administered with a kinase 
inhibitor. 

11. In one embodiment, the instant invention includes a method for treating an 
ocular disorder by administering a somatostatin analogue (e.g., octreotide and lanreotide) to a 
patient. The somatostatin analogue binds to at least one somatostatin receptor in the eye. 

12. The ocular disorders treatable by this method include retinal edema, macular 
edema, cystoid macular edema, age related macular degeneration, diabetic retinopathy, and 
central serous chorio-retinopathy. 

13. Topical administration of a somatostatin analogue is effective in treating the 
aforementioned ocular disorders. Further experimental results will follow. 

14. I hereby declare that all statements made herein of my own knowledge are true 
and that all statements made on information and belief are believed to be true; and that those 
statements were made with the knowledge that willfully false statements and the like so made 
are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United 
States Code and that such willfully false statements may jeopardize the validity of the 
application or any patent issued thereon. 

Dated: . — 

Robertus Wilhelmus Kuijpers, MD 
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Education: 



MD Rijks Oatvcisiteit Leiden 
PhD "aeonattJ aUoimmune cytapenias^* 
Univerateit van Amsterdam 
Clinical rraining- Ophihalmology 
Academisdi Ziekcnkms Maastricht 
Diplomc Rxxropean Board of ophdiatnology 



1986 
1992 

1991-1995 
1995 



Sciejidsr and head Lab oratory for Iculcocyte serology 
CentraalLaboratoiiuixi ^oor de 
Bloadaansfiisicdiecst (CLE) axjd Laboiacoiiy for 
expcrimtintal imjnnn ology^Uni^ersiccat van Amsrexdam 
STflfmrmhcr Universiry eye clinic, 
Acadeimisch Ziekenhuis Rotterdam 



1989-1991 
from 1995 



Member AmerLcan Acaderiiy o£ OpihalmoJogy (AA) 

Member Aj^aaxdcTn Organisrion for Researck in Viattal Science and OphdialmQlogy (ARVO) 
Publications; 

Kuijpcrs R\X7A. Faber MM, Kaalaai HH, Yon dem Bomc AE. Typing of fetal plateler alloandgeaii 
when platelets axe act available. J^cer 336 (8726):13l9, 1990 

Hnizinga TW, Kuijpcrs RWA lOcijcr M, Scfaulpea TW, Cuypsrs HT, iboos D, Von dem Borne AE. 
ivfaccmal genomic neutrophil FcRHI dtificicncy leading to neonatal isoimmune ncutroneaiau Blood 
76(10):1927, 1990 ^ 

Von dcim Borne AE, Ouwchand WH, Kuigpers RWA. lieoiedc and practical aspects of platdet 
crossmacchmg. Transfixsion Mcidicine Rcvisr^ 4 (4):265, 1990 

Mackhorst VG, Hack VXW dc Waal PC, Kmjpers RWA, A cbild wixh neoaacal ailo-immunc 
aeuTTopenia. Tijdschrirt voor Kindcrgcneeskunde. 58 (S);175, 1990 

Kmjpers RWA, Doorca MC, Von dem Borne AE, Ouwchand WH, Dececnon of kimian monocTce- 
rcacdv-e afloannboaix^s by florw cyromecry after jsckctivc dowmnoduladon of the Fc rcccDCor L Blood 
78 (8):2150, 1991 

ICuijpets RWA^ Fabcr NM, Cuypers HT, Ou-wehand WH, Von dam Bome AE. NP-I2^ccrmxnal 
globular domain of human platdei giycoproten Tb a^ha has a methionine l45/d2reoninc 145 amino 
acid polymorphism, which is assodaccd with the HPA-2 Qf^d) anoonogena. Jotrmal of Oinical 
Invesrigarion 89 (2):381, 1992 
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Kuijpeis RWA, Von de=i Borne Afi, Kiefel V. EckfiWt CM, Waueis AH, Zupansia B Ba=2 D 
Taanmg E, T^jtden A, Oweimid WH. r^cme33-piolinc33 s.msutution in ium^ pW« 
f5;7Pr'^^ ^5, f "«=™;iHLA-DRw52a pw24) «3ocktion o£ die immune response against 
HPA-U (2^/PL\l) and HPA-lb (Z^h/-piA2). Hunmj Wunotogy 34 C*):253.^92 

Dooren MC Kuijpers RWA Joefces EC, Hdste K. Goldschmcdin^ R, OveAeeke MA, Von dem 
Borne AE, Engdfnet CP. CWeh^d WH. Pxotecaon against in^une Walvdc di.-^-c of 
(mn)To^^99Z^ «oaocyte.r«Kr7e IgG aUoantibodies (anti-HLA-DR). L«icet 339 

Kugp«rs RWA, Otr«.cband WH. Bleeke PM, Chrisrie D, Von 6^ Borne AE- Locdizanon of the 
pbtelr=c-sp.afic HPA-2 (Ko) alloanfigens on dxe N-tcinunal globukr fngcmenc of pktel« 
glycoprotein lb aiphsi. Blood 79 (l)-"2a3, 1992 
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f^e."^ f'^^' ^'"'^ ^' ^^^^ ^ Godschmediag R, Van Wemicskcrkra RK, Voo dem Bomc: 
AE. Single point muanon in human glycoprotein Hla is assodared with a ne^ platdcr-spcdfic 
alloanngen (Mo^ involved m neoanaxal afloimmunc thrombocTtopcaia. Blood Bl (1):70, 1993 

Schrctj G. Kaijp«s RWA, Pijpeis E. Beiatana MR. Unusual ocular synroronis and signs associated 
wich mfccBous mononucleosis. Lancet 344 (8932):1302, 1994 

Kmjpers RWA, Van dea Anker JN. Baerr. Von dem Some AE. A case of severe neonatal 
chrombocytopema with schizencepia^ associated widi anti-HPA-lb and aati-HPA-2a. Brins-h 
Journal of Haematology 87 (3);576, 1994 - . ' ' 

Simsek S, Vlckke AB, Kuijpexs RWA, Goidschmeding R, Von dem Boxne AE. A ne^ private 
platelet anttgea, C^o-a, localized on glycoprocdn KTa, involved in neonatal aHoimTnune 
tlurombocytoperaa. Vox sangmnis 67 (3);302, 1 994 

La Hei) E, Kuijpers RWA,' Baarsma S, Kijisto A. Mooij CM. Int^ cwcs^ion on histological 
specimen of uis-biopsics in fuchs ixidoc/cHus. 
Bridsh Joutnal op OphtbaJmologjr, 82(4);432, I99g 

Kuijpers RWA, Baarsinii S, Van Hagen CM. Treatment of cystoid macular edema widi octreotide 
New Englana Journal of Medidne, 338 (9):624, 1998 

Doorcn .MC, OuweWd WH, Veitoevcn AJ, Von dem Borne AEGKr, Kmjpers RWA. Adult 
respiacory disoxss syndrome after e:q5erimentalintiavenou5 y-globulin coacenctate and monocvta- 
reaar»-e IgG antibpcKfss. Lancet 352(91 40):160l , 1998 

Kuijpers RWAM. V^igerling JR. Zakbock ooghcdktiade. Moarsen. 1999; Elsevier / Bungc 

van Hagen PM, Baaisma C-S, Mooy CM, Rrcoskan EM. ter Atretsc E, Hofland LT 
Laraberts SW, Kx%)cis RW. 

Somafostitin and aomaiostatin receptors in retinal diseases. 

tw; EndociinoL 2000 Oct;143 Suppl l:S43-iI. Mo abstract avaaLofale. 
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Lamboox) AC, Kliffea M, Kmjpets RW, Houtsmullcr AB, BroersejTJ, Mooy CM. 
Apoptosis is present in the piimsicc: macula at all ages. 
Giaefes Arch din Exp OpkchalnioL 2000 Juji;238(6):508-14, 

Lainbooij AC, Kuijpcra RW, vaa lidareaaucr-KaKgia HG, KESen M, Baaisim GS, 
van Kagen PM, Mooy CM. 

Somatostatin receptor 2A expression in dioroickl neovasciikrizarion secoadajT" co 

age-related macular degeneration- 

Inveist: Ophthalmol Vis Sd. 2000 Jul;41(8):2329-3S. 
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